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GM, KE, LS, MW, MZ, NA, SD, SL^ SZ,. TZ, UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 
PRIORITY APPLN. INFO.: JP 2005-358469 A 20051213 

JP 2006-328952 A 20061206 

AB Disclosed is an adhesive preparation of the invention comprises a support and 
an adhesive layer laminated on one surface thereof. The adhesive layer is 
characterized by containing a branched monohydric ale. having 12 to 28 carbon 
atoms, a drug which is in a liquid state at or near room temperature (with the 
proviso that a bisoprolol free base is excluded) and a 
polyisobutylene adhesive. This can specifically increase the 
compatibility between the polyisobutylene adhesive and the drug. As a 
result, the blending amount of the drug can be increased, the bleed of drug 
■ from the adhesive layer can be suppressed, and further, a sufficient 
adhesive property can be obtained in the practical point of view. For 
example, an ahesive layer composition containing ismedastine 7.5, 
2-octyl-l-dodecanol 15, an adhesive composition containing polyisobutylene 
(Oppanol 

B200) /polyisobutylene (HIM0L6H) /tackif ier (Arkon P140) at 34/26/40 77.5 % 
was formulated, and applied between a PET liner and a PET base film to 
obtain an ahesive patch of the present invention. 
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AB Disclosed is a bisoprolol -containing adhesive patch which comprises 
a support and an adhesive layer superposed on one side thereof. The 
adhesive layer is characterized by comprising a branched C12-28 monohydric 
ale, a free bisoprolol base, and a polyisobutylene-based 
pressure-sensitive adhesive. In this constitution, the compatibility 
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between the polyisobutylene-based pressure-sensitive adhesive and the free 
bisbprolol base can be specifically heightened. As a result, it 
is possible to incorporate the free bisoprolol base, in a large 
amount The pressure-sensitive, adhesive layer can be inhibited from 
suffering the bleeding of the free bisoprolol base and have 
practically sufficient pressure-sensitive adhesive properties. For 
example, an adhesive layer composition containing free bisoprolol base 2, 
2-octyl-l-dodecanol 5, an adhesive composition containing. polyisobutylene 
(Oppanol 

B200) /polyisobutylene (HIM0L6H) /a tackifier (Arkon P140) at 34/26/40, 83, 
and iso-Pr myristate 10 % was formulated, and applied on between a 
polyethylene terephthalate e liner and a polyethylene terephthalate base 
film to obtain an adhesive patch of the present invention. 
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KG, KZ, MD, RU, TJ, TM 

WO 2005-CN2136 20051209 
A transdermal patch in the form of composite layer comprising a 
packing layer, a drug storing layer containing active substance and 
pharmaceutical adjuvants, and a protecting layer located on the top of the 
drug storing layer. This transdermal patch is best 
characterized by the fact that the said .drug storing layer contains 
isosorbide dinitrate and bisoprolol as the active components in 
a ratio of 1:3 to 3:1 by weight The animal expts. show that the patch can 
decrease the escalation of electrocardiog, T wave, the rising of Serum 
Cardioenzyme and the extension of heart infarction by coronary ligation 
performed on animals, and this confirms that this patch displays a 
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significant synergistic effect on the treatment of cardiovascular 
diseases, and it can also serve as a good prevention and treatment against 
the occurrence of a variety of heart diseases: Besides, the hypotensive 
efficacy observed in animal expts. better than those when administrating each 
active drugs individually, while arrhythmia which often occurs when 
applying either of them alone is not aggravated. 
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A method is provided for treatment of premature ejaculation by 
administration of an antidepressant drug selected from tricyclic 
antidepressants, tetracyclic antidepressants, MAO inhibitors, azaspirone 
antidepressants, and atypical non-SRI antidepressants. In a preferred 
embodiment, administration is on as "as-needed" basis, i.e.^ the drug is 
administered immediately or at most several hours prior to sexual . 
activity. Pharmaceutical formulations and packaged kits are also 
provided . 
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US 2000-721412 A 
WO 2001-US44065 W 
A method is provided for treatment of premature ejaculation by 
administration of an antidepressant drug selected from tricyclic 
antidepressants, tetracyclic antidepressants, MAO inhibitors, azaspirone 
antidepressants, and atypical non-SRI antidepressants. In a preferred 
embodiment, administration is on as "as-needed" basis, i.e., the drug is 
administered immediately or at most several hours prior to sexual 
activity. Pharmaceutical formulations and packaged kits are also 
provided. An effervescent tablet contained clomipramine hydrochloride 
300, sodium bicarbonate 1985, and citric acid 1000 mg. Efficacy of the 
compns . were tested in volunteers. 
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Preferential delivery via electrotransport of a preferred isomeric form of 
a pharmaceutically active chiral compound from a mixture of the isomeric forms 
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of said compound is provided. A method of decreasing the delivery via 
electrotransport of a less preferred isomer of a drug is also provided. 
Following electrotransport administration of ketorolac, the mean amount of R 
isomer absorbed was lower than that of the S isomer. 
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A comparative in vitro study of percutaneous 
penetration of p-blockers in human skin 
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Faculty of Pharmacy, Clinical Pharmacy and 
Pharmacotherapy Unit, Department of Pharmacy and 
Pharmaceutical Technology, University of Barcelona, 
Barcelona, 08028, Spain 

International Journal of Pharmaceutics (2000 
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In vitro diffusion expts. with propranolol, oxprenolol, 
atenolol were carried out using excised human abdominal 
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metoprolol and 
skin. The main 



permeation parameters (permeability coefficient, flow and lag time) were 
calculated 

and compared as measurement of intrinsic permeability across human skin. 
A long lag time and a low steady-state flow were found for all drugs 
assayed. Skin permeability predicted at steady state did not reach 
therapeutic concns., which indicated the need for appropriate chemical 
penetration enhancers or vehicles to overcome limiting factors. The 
results, including those of celiprolol and bisoprolol reported 
previously, correlated with physicochem. properties, especially with 
lipophilicity, one of the main factors in drug permeability prediction 
through human skin. 
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priori interesting properties to be considered in the search of a possible 

candidate for a transdermal therapeutic system (TTS) were 

assayed. In vitro permeation studies were conducted at 32® across 

human abdominal skin. Franz glass diffusion cells were used in the static 

mode. The amts. of drug permeated from receptor solution at predetd. times 

were analyzed by reversed-phase HPLC with UV detection. From the 

penetration profiles obtained for each drug, the main permeation 

parameters, permeability coefficient (Kp) , flow (J) and lag time (Tlag) were 

estimated as a measure of the intrinsic permeability across human skin. Mean 

Kp value was higher for celiprolol (0.59 cm h-1) than bisoprolol 

(0.27+10-3 cm h-1), although both were very low. Mean J value was 

also' higher for celiprolol (2.72 \xg h-1 cm-2) than bisoprolol 

(1.19 ng h-1 cm-2). Mean Tlag value was 20.43 h for celiprolol and 

32.13 h for bisoprolol. Both provide plasma concns . at steady 

state that would be far from their therapeutic concentration The results 

indicate the need for appropriate enhancers to improve their diffusion 

across human skin. 
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rate among patients having, after myocardial infarction, a reduced left 
ventricular function and a depressed variability of cardiac rate; without 
cardiac dysrhythmia requiring an antiarrhythmic treatment. 
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